
Nebraska Health and Human Services System Evaluation Tool #3 
Dermatologic Reactions/Toxic Appearace, Distant from Vaccination Site (or in a Close Contact) 

Consult with state/local health department and CDC to obtain clinical guidance and to report inadvertent  
exposure to vaccinia virus contained in smallpox vaccine. Management of the adverse reactions 
discussed in this tool may be different when risk factor(s) are present. See #2. 
Vaccine recipients or close contact with risk factor(s) should be reported, whether or not an adverse event develops 
Risk Factor      Adverse Event (Potential/Reported Historically) 
Atopic Dermatitis/Eczema    Eczema Vaccinatum 
Acute itching exfoliative skin     Inadvertent Inoculation 
Immunocompromised including HIV+/AIDS  Progressive Vaccinia 
Immunocompromised including HIV+/AIDS  Generalized Vaccinia (Severe form) 
Allergy to component    Allergic Reaction 
Pregnancy     Fetal Vaccinia and potential unknown risks to fetus 

History of known risk factors 
for smallpox vaccine 
adverse events?

Vaccine Recipient or 
Close Contact of 
Vaccine Recipient?

Widespread and extensive bullae 
and erosions with involvement of 2 
or more mucosal surfaces: 
Systemic symptoms present

Smallpox Vaccine 
Clinician Hotline  

For differential diagnosis consider: 
VZV-DFA 1 hour after receiving specimen 
HSV-DFA 1 hour after receiving specimen 
PCR for Vaccinia (Nebraska Public Health Lab Only) 
runtime is 6 hours after specimen received 
BEFORE OBTAINING A SPECIMEN please consult 
with your infection control nurse and your lab 
personnel for labratory information as they have 
the “Smallpox Essentials” 3 ring binder 
containing specimen collection procedures. 
Blood and wound cultures if obtained can be done 
in your lab. 

Based on CDC recommendations. 

Generalized papular, vesicular 
or pustular eruption with varying 
degrees of erythema, usually within 
6-9 days of vaccination. Evolves 
through normal vaccination stages. 
Lesions typically are in same stage 
of development. Severe systemic 
symptoms present.

Large contiguous patches of skin with 
vesicles and pustules (may be umbilicated 
and coalescing) that are suspicious for 
vaccinial lesions. Predilection for sites typi-
cal for eczema/atopic dermatitis eruptions. 
Lesions often erupt over intact skin and 
are usually seen in vaccine recipients or 
contacts (especially young children) with 
history of atopic dermatitis/eczema (active 
or inactive). Systemic toxicity with worsen-
ing disease may occur. 

Rapid, progressive, and painless 
extension of central vaccination le-
sion or progression without apparent 
healing after 15 days. Lesion often 
necrotic. Initially little or no inflamma-
tion, +/- distant metastic lesions to 
skin, bones, and viscera. 

Generalized vaccinia (severe 
form)  
-  Request release of VIG or 
   Cidofovir (second line agent). 
-  Contact state health department 
   for guidance. 
-  Hospitalize and provide 
   supportive care. 
-  Use infection control precautions.  
-  Conduct immunologic work-up. 

Smallpox Vaccine 
Clinician Hotline  

Smallpox Vaccine 
Clinician Hotline 

Eczema vaccinatum 
-  Request release of VIG or 
   Cidofovir (second line agent). 
-  Contact state health department for 
   guidance. 
-  Hospitalize and provide supportive care 
   with attention to hemodynamic 
   support, secondary infections and 
   meticulous skin care (severe cases 
   may require burn unit). 
-  Use infection control precautions. 

Erythema multiforme major 
(Stevens-Johnson Syndrome) 
-  VIG and Cidofovir (second 
    line agent) not recommended. 
-  Provide supportive care. 
-  Consider hospitalization. 
-  Role of steroids unclear; 
   consult with dermatologist  
   as indicated. 

Progressive vaccinia (Vaccinia 
necrosum, Vaccinia gangrenosum). 
-  Request release of VIG or 
   Cidofovir (second line agent).  
-  Contact state health department 
   for guidance. 
-  Hospitalize and provide supportive 
   care with attention to secondary 
   infections. 
-  Use infection control precautions. 
-  Conduct immunologic work-up. 

Smallpox Vaccine 
Clinician Hotline

 
Differential diagnosis for distant (and contact) 
smallpox vaccine adverse reactions 
Consider conditions not related to smallpox vaccine 
such as: 
*  Varicella
*  Disseminated herpes zoster 
*  Disseminated herpes simplex virus (HSV) 
-   Meningococcemia 
-   Kawasaki syndrome 
-   Sweet’s syndrome (Acute febrile neutrophilic 
    dermatosis) 
-   Leukocytoclastic vasculitis 
    (e.g. Henoch-Schonlein purpura)   
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